not elicit any alteration in thymocyte subset distribution or any overt signs of autoimmunity (22 . Western blot analyses using total thymus lysates indicated Nfkbid was clearly present 3 8 8
in NOD controls while being completely absent in both NOD-Nfkbid -/-and previously generated 3 8 9
(22, 31) B6.Nfkbid -/-mice ( Fig. 3C ). Quantitative western blot analyses correlating with the 3 9 0
earlier described microarray studies indicated thymic Nfkbid levels are significantly higher in 3 9 1 NOD than B6 mice (Fig. 3C , right panel). Of potential physiological significance thymic Nfkbid 3 9 2 protein levels in heterozygous NOD-Nfkbid +/-mice were similar to that of the B6 strain. We did 3 9 3
find transcription from the targeted allele is possible but does not produce Nfkbid protein, as 3 9 4
shown in homozygous mutants (Supplementary Figure 1C , Figure 3C ). Nfkbid did not alter AI4 TCR expression levels on either DP or CD8 + SP thymocytes (Fig. 4D ).
1 8
Thus, some Idd7 region gene(s) other than Nfkbid regulates thymic TCR expression levels.
1 9
These latter results also disprove an earlier hypothesis (8) Bregs in NOD mice (Fig. 6H, I ). Nfkbid protein levels were equivalent to that in B6 controls. These collective results indicated 5 0 6 the higher Nfkbid expression variant in NOD than B6 mice is likely the Idd7 region gene strongly 5 0 7
contributing to diminished thymic deletion of diabetogenic CD8 + T-cells in the former strain.
0 8
Nfkbid is a mostly nuclear protein containing 7 ankyrin repeat domains originally 5 0 9
reported as an inhibitor of NF-κB signaling (21). However, due to the lack of DNA binding and contributes to CD8 + T-cell selection.
2 7
Three different Nfkbid deficient mouse models have been previously produced, all on the 5 2 8
B6 background (22, 42, 46) . These previously produced models have been useful to identify phenotypes also characterize our Nfkbid deficient NOD mouse stock.
3 5
Interaction of Nfkbid with c-Rel has also been reported to contribute to Foxp3 expression 5 3 6
in Treg cells (31). Thus, we found it of interest that in addition to enhancing the thymic deletion expression level appears to act as a two-edged sword, lower levels than that in the thymus of analyses of cell tracer eFluor670 dilution. Proliferation index was determined using the Flow Jo 
